
ky 5, 1958 

Dr. Eugene Isaac Altescu 
Laboratcry Division 
Dobrita knitarium 
Tg Jiu 
R0llFinia 

Dear I)r. Altescu: 

Thank you for your letter of Marah 25. 

First I must point out that you do an injustice to the venerable 
University of Cambridge: Wlnshelwood is at Oxford. 

Your experimnt is an Wmesting om, but I fear that an opposite 
result woul? not have been very eood evkience fol dirscted progressive 
adaptation. It would be perfectly possible for a sDontaneouo resistant 
mutant or series cf mutants to be elected fror?, ths lsge igter:mdi%ta 
population which are permitted by Lowor concentratluns of the drugs. 
Your remarks about .r*~&kc:r\ p1dtA.q :we interesting, ;29 they are justified 
by the misusa made by Lam and Swag (Jour. I%mteriology 69:184,X955), 
later aptly criticized by Goldstsin et nl. (ibid, 79,52r3, 1'355). I!ut the 
point I want to stress is net the technical aspects of replica plating 
but its use in izdlroct selection; xt;!ch chorus beyond z.:;y nosGbili+q of 
doubt that resistrnt .mtants do occur spontaneously. On the other hand 
every observation venorted by Hinsholwood G Co. cm be es?_l:iir,e5 by the 
mutation-selection hypothesis. I suggest you consult the recently 
nublished CI&\ Symposia "r$echanisms sf Development of dmg-rasistxice 
in microorgmisnrs i4 for tie most up to date discus&on. 

I am also sending a reprint of a recent par)(lr on indirect selection 
(Genetics, May 1956) by separate cover. 

Yours sincerely, 

Joshua Lederberg 
Professor of hledical Genetics 

C JL/ew 


